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T h l?. r ?5 0rt '8 *h« International preliminary examination report, established by this International Preliminary Examinina 
Authority under Article 35 and transmitted to the applicant according to Article 36. ^ examining 

This REPORT consists of a total of 7 sheets, including this cover sheet. 

This report is also accompanied by ANNEXES, comprising: 

a. □ sent to the applicant and to the International Bureau) a total of sheets, as follows: 

□ sheets of the description, claims andtor drawings which have been amended and are the basis of this report 
andfcr sheets containing rectifications authorized by this Authority (see Rule 70.16 and Section 607 of the 
Administrative Instructions). 

D tSStH SflT^ 9 l arl l e I She !. t3 ' b . ut w, ?. ich thls Authorlt V considers contain an amendment that goes 
beyond the disclosure in the international application as filed, as indicated in item 4 of Box No. I and the 
supplemental Box. 

(sent to the International Bureau only) a total of (indicate type and number of electronic carrler(s)) , containina a 
sequence listing an<M>r tab es related thereto, in computer readable form only, as indicated in the SupptemCntll 
Box Relating to Sequence Listing (see Section 802 of the Administrative Instructions). ouppiemeniai 
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applicability; citations and explanations supporting such statement 
Certain documents cited 
Certain defects in the international application 
Certain observations on the international application 
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Box No. I Basis of the report 



1 - S3 S2^ 9 WcS»eXten 9d ° n *" ln, • ma,k,M, ' ffU0Mm "» »»*"<» *> whteh » — 

□ international search (under Rules 12.3 and 23.1(b)) 

□ publication of the international application (under Rule 12.4) 

□ international preliminary examination (under Rules 55.2 andbr 55.3) 

2 * lKf!l r K 9ard / to l h u e '* m * nt8 * of , the international application, this report is based on (replacement sheets which 
r^tT^ receiving Office In response to an Invitation under Article >14a£ iSSm^m 

report as onglnally filed" and are not annexed to this report): 

Description, Pages 

1 ' 12 as originally filed 

Claims, Numbers 

1 " 14 as originally filed 

□ a sequence listing andfcr any related table(s) - see Supplemental Box Relating to Sequence Listing . 

3. □ The amendments have resulted in the cancellation of: 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

4 ' hid ISU« P n°mSf b Jf en e ,t tab " shed u as n < som * of > the amendments annexed to this report and listed below 

^ix^^^^o^ to 90 beyond the disciosure as ,Hed ' as ind,cated in *• 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheetsyfigs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

* If item 4 applies, some or all of these sheets may be marked "superseded. " 
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Re Item V. 



The following document is referred to in this communication: 



D1 
D2 
D3 



WOA-92/06968 (30 April 1992); 
WO-A-2004/027075 (1 April 2004); 
WO-A-2004/096788 (11 November 2004); 



The current assessment is based on the assumption that all claims enjoy priority rights 
from the filing date of the priority document(s). 

If it later turns out that this is not correct, the documents D2 and D3 as cited in the 
International Search Report could become relevant. 



1. NOVFI TY (Ariel* 33(9) Pn T ). 

The present application satisfies the criterion set forth in Article 33(2) PCT because the 
subject-matter of claims 1-14 is new in respect of prior art as defined in the regulations 
(Rule 64(1 )-(3) PCT): 

The process of the present independent claim 7 is novel over the process of the prior 
art D1 on account of the starting material, i.e. the compound of formula (3) (cf the 
present 2-(2-aminoethyl)-4-/7yo'roxy-6-roxo- or hydroxy-)-tetrahydropyran derivative of 
the general formula (3) and the 'butyl 6-(2-ammoethy\)-2 t 2-dimethyl-1 f 3-dioxane-4- 
acetate of the example 4 (Step A) of D1 ). 

The process of the present independent claim 1 comprises the process of the present 
claim 7 (cf ., the process step c) ) and is therefore also novel over D1 . 

The present independent compound claim 11 relates to novel compounds of formula 
(3) (see, above) and the present independent process claim 5 to a process for their 
preparation. 



Form PCT/SeparatG Sheet/409 (Sheet 1) (EPO-January 2004) 



INTERNATIONAL PRELIMINARY 
REPORT ON PATENTABILITY 
(SEPARATE SHE! 



International application No. 
PCT/GB2004/003gQfi 



The present independent compound claim 8 relates to novel precursors of the novel 
compounds of formula (3) (which also comprise the structural feature which 
distinguishes the compounds of formula (3) from the prior art (cf., the 4-oxy-2-(oxo- or 
oxy+tetrahydropyran ring)) and the present independent process claim 4 to a 
process for their preparation. 

The present independent compound claim 14 is directed to certain novel compounds 
of formula (5) which are useful in the preparation of the compounds of formula (7) 
according to the novel process of the present claim 1 . 



2. INVENTIVF STFP /Artio. Q as® PnT 

The present application also satisfies the criterion set forth in Article 33(3) PCT 

^?pai> ub,ec, " m<llter ° f ° ,a,ms 1 " 14 appears to jnvo,ve an lnventive Step (Ru,e 

Document D1 - which is considered to represent the closest prior art - teaches (cf 
the example 4) a process for the preparation of the compound 5-<4-fluorophenyl)-2-( 1 - 
methylethyl)-N,4-diphenyl-1.[2-(4-hydroxy-6-oxo-2H-tetrahydro.py ra ^ 
pyrrole-3-carboxamide which comprises the steps of 

(i) coupling the compound 'butyl 6-(2-am\noeth)fl)-2,2-dimethyI-1,3-dioxane-4- 
acetate with 4-f luoro-o>(2-methyl-1 -oxopropyl). Y -oxo-N ( p-diphenyl-benzene- 
butaneamide (cf., Step A), and 

(ii) deprotecting and hydrolysing the so obtained (4R-cis)-'/jufy/6-[2[2-(4-fluoro- 

phenyO-5-(1-methylethyl)-3-phenyl-4-[(phenylam«no)carbonylMH-pyrrol-1- 
y\]ethyl]-2,2<limethyl-1,3-dioxane-4-acetate (cf., Step B). 

I he H P rr SS °l! hG PreS6nt ° ,aim 7 differs from tne P rocess of 01 essentially in that 
the diketone of formula (4) (cf., the 4-fluoro-oc-(2-methyl-1 -oxopropyl)- Y -oxo-N B- 

diphenyl-benzene-butaneamide of D1) is coupled with a 2-(2-aminoethyl)-4-/7yo*roxK-6- 
(oxo- or hydroxy-)-tetrahydropyran derivative (cf., the compound of formula (3) ). 

In the light of the prior art D1 the problem underlying claim 7 of the present application 
resides in the provision of a further process for the preparation of 2-[(2-(pyrrol-1- 
yl)ethyl]-4-hydroxy-6-oxo-tetrahydropyran derivatives. 
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This problem has been solved by the process of the present claim 7 (cf., the present 
examples 5-9). 

As the available prior art does not suggest the use of 2-(2-aminoethyl)-4-/7ydroxy-6- 
(oxo- or hydroxy+tetrahydropyran derivatives for the preparation of the 2-[(2-(pyrrol-1 - 
yl)ethyl]-4-hydroxy-6-oxo-tetrahydropyran derivatives of the present formula (5) it is 
considered that the subject-matter of the present claim 7 involves an inventive step as 
set forth in Article 33(3) PCT. 

The present independent process claim 1 comprises the coupling step according to the 
present claim 7 and is therefore also considered to meet the criteria of Article 33(3) 
PCT. 

The present independent compound claims 8, 11 and 14 relate to (key) intermediates 
of the (inventive) process of the present claim 1 (all comprising the structural feature 
which distinguishes the present intermediates from the 2,2-dimethyl-1,3-dloxane-4- 
acetate intermediates of the prior art (cf., the 4-oxy-6-(oxo- or oxy-)-tetrahydropyran 
nng of the present compounds of formulae (2), (3) and (5))) and are therefore also 
considered to involve an inventive step. 

The present independent process claims 4 and 5 are directed to the preparation of the 
(inventive) intermediates of the present claims 8 and 11 and are therefore also 
considered to involve an inventive step (Article 33(3) PCT). 



3, INDUSTRIAL APPLICARII ITY fArtinl Q 33( 4 ) pnjy 

The subject-matter of the present claims 1-14 concerns chemical processes and 
chemical compounds and is therefore considered to be industrial applicable in the 
sense of Article 33(4) PCT. 
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4. MISCELLANFOI IS- 

4.1 . The document D1 should have been cited (Rule 5.1 (a)(il) PCT). 

4.2. There is an inconsistency in the definition of the substituent group R 3 in the 
present claims 2 (cf., page 14, line 17), 7 (cf., page 17, line 11) and 14 (cf., page 
18, line 21): "...R 3 represents an aryl group, preferably a 4-//t/orophenyl group...". 
The term "aryl" as used in the art refers to aromatic hydrocarbon groups, i.e., not 
to substituted phenyl groups such as a ^-tfuorophenyl group. 

4.3. The explanations of the terms 

"alkyl" (cf., page 2, line 20: "...the alkyl group may be cyclic...", 
"alkenyl" (cf., page 3, line 1: "The alkenyl group may carry one or more 
substituents...", and 

"aryl" (cf., page 3, line 4: "...which may include cycloalkyl, aryl or heterocyclic 
rings..."), 

as given in the description (cf . the passages as indicated hereinbefore) do not 
harmonize with the usuai meaning of these terms as commonly accepted in the 
art. 

The person skilled in the art would not understand 

(i) the term "alkyl" as also including cyclic moieties (the latter would be 
designated as "cycloalkyl" groups rather than "alkyl" groups), 

(ii) the term "alkenyl" (which is used in the art to describe unsaturated alkyl 
groups) as also including substituted alkenyl groups, 

(iii) the term "aryl" (which is used in the art to describe aromatic hydrocarbon 
groups) as also including netero-fused aryl groups. 

This creates an inconsistency between the claims and the description, which 
leads to a doubt concerning the extent of protection afforded by the claims, thus 
rendering the claims unclear (Article 6 PCT). 

The same observation applies to the passage on page 3, lines 7-14 of the present 
description according to which the "hydrocarbyl groups" R 1 and R 3 may be 
substituted (the term "hydrocarbyl" as used in the present claims refers to a 
hydrocarbon radical, i.e., not to a substituted hydrocarbon radical). 

4.4. The statement on page 6, line 16 concerning the incorporation of a chemistry text 
book is obviously irrelevant and unnecessary in the sense of Rule 9.1 (iv) PCT. 
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